a.) Amendments to the Claims 



1. (Currently Amended) A method to inhibit proteasome tnfatbitor 
comprisin g, as an acti ve ingredient, a step of administering to a mammal an effective 
amount of a cdibu A ylic acid dcii native a compound represented by the formula (I) or a 
pharmaceutically acceptable salt thereof: 



O 




(I) 



<whe r cin wherein 

m and n die the same ui diffcicut and independently represent an 

integer of 0 to 10; 

p represents 0 or 1 ; 

R' represents a hydrogen atom, substituted or unsubstituted alkyl, 
substituted or unsubstituted alicyclic alkyl, substituted or unsubstituted aralkyl, substituted 
or unsubstituted aryl or NR*R'' {wherein R* represents a hydrogen atom, substituted or 
unsubstituted alkyl, or substituted or unsubstituted aralkyl, and R' represents a hydrogen 
atom, substituted or unsubstituted alkyl, substituted or unsubstituted aralkyl, CW'R* 
(wherein R* represents a hydrogen atom, substituted or unsubstituted alkyl, substituted or 
unsubstituted alkylamino, substituted or unsubstituted alkoxy, substituted or unsubstituted 
aryl, a substituted or unsubstituted heterocyclic group, substituted or unsubstituted aralkyl, 
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substituted or unsubstituted aralkylamino, or substituted or unsubstituted aralkyloxy, and 
W' represents an oxygen atom or a sulfur atom), or the formula: 

0 




(wherein represents a hydrogen atom, substituted or unsubstituted alkyl, or substituted 
or unsubstituted aralkyl; R'" represents a hydrogen atom, substituted or unsubstituted alkyl, 
substituted or unsubstituted aralkyl, CW^R'^ (wherein R*^ and W have the same 
sigiiifiLancc meanings as the above and W, respectively), substituted or unsubstituted 
alkylsulfonyl, substituted or unsubstituted arylsulfonyl, or PW^R'^ (wherein R'^'s anrthe 
ScUiiL ui diffLicnt and independently represent substituted or unsubstituted alkyl, or 
substituted or unsubstituted aryl; and W has the same significance meaning as the above 
W'); or R' and R'° together represent the formula: 




(wherein Y' represents substituted or unsubstituted alkylene or substituted or unsubstituted 
arylene); and R" represents a hydrogen atom, substituted or unsubstituted alkyl, or 
substituted or unsubstituted aralkyl)}; 

R2 represents a hydrogen atom, COR'^ (wherein {wherein R'^ 
represents hydroxy, substituted or unsubstituted alkoxy, substituted or unsubstituted 
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alkenyloxy, substituted or unsubstituted aralkyloxy, substituted or unsubstituted alicyclic 
alkylalkoxy, substituted or unsubstituted aroylalkoxy, or NR'^R'^ (wherein R'" represents a 
hydrogen atom, substituted or unsubstituted alkyl, or substituted or unsubstituted aryl; and 
R" represents substituted or unsubstituted alkyl, substituted or unsubstituted aralkyl, 
substituted or unsubstituted alkoxycarbonylalkyl, amino, substituted or unsubstituted 
alkylamino, or substituted or unsubstituted arylamino; or R'" and R'^ together with the 
adjacent N form a substituted or unsubstituted heterocyclic giuup)) or CII^ QR^ (wherein 
groupn or CH . OR^' (wherein R^" represents a hydrogen atom, substituted or unsubstituted 
alkyl, substituted or unsubstituted aralkyl, substituted or unsubstituted alkanoyl, substituted 
or unsubstituted aroyl, or SiR'^ (wherein R'^'s diL IIil- same u i diff c icnt and independently 
represent substituted or unsubstituted alkyl, or substituted or unsubstituted aryl^ aryl)}, or 
R' and R^ together represent the formula: 



(wherein represents substituted or unsubstituted alkylene); 

X' represents a bond, substituted or unsubstituted alkylene, 
substituted or unsubstituted alicyclic alkylene, substituted or unsubstituted alkenylene, or 
substituted or unsubstituted arylene; 



o 
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represents an oxygen atom, a sulfur atom or NR'^ (wherein R" 
represents a hydrogen atom, substituted or unsubstituted alkyl, or substituted or 
unsubstituted aralkyl); 

has the same significance meaning as the above R^^ 
R" represents hydroxy, mercapto, substituted or unsubstituted 
alkoxy, or substituted or unsubstituted alkyhhio; or R^ and R^ together represent a bond; 
and 

R^ represents a hydrogen atom, substituted or unsubstituted alkyl, 
substituted or unsubstituted alkenyl, or substituted or unsubstituted aialkyb aralkyl- 

2. (Currently Amended) The method to inhibit proteasome infaifaitor 
according to claim 1, wherein R' and R" together represent a bond. 

3. (Currently Amended) The tdibuA^liL atid duivalivc or the 
plidiuicicLUtiLally dL>.Lplabk .all tha - cof method to inhibit proteasome according to claim 
1, wherein R' is hydroxy, or substituted or unsubstituted alkoxy; p is 1; R' is a hydrogen 
atom or NR* R' (wliULiii ^ ach of R^ -aftd4^" huJ dit jomc aignifimii L C uj defined above) , or 
R' and R^ together die tlic formula form: 

0 




HN^ ^(R^) 
(R^) 



(wli L icin has the game aignificancc as defined above) ; X' is substituted or unsubstituted 
alicyclic alkylene, or substituted or unsubstituted arylene; and is NR'^ (wherein R^-bas 
the same sigmficancc as defin e d above) . 

4. (Currently Amended) The cdibuA^Uc acid dciivativc or the 
phdiuiaceutiLall^ dLCcptabL salt thereof method to in hibit proteasome according to claim 
1, wherein R" is mercapto, or substituted or unsubstituted alkykhio, or R^ and R" together 
are a bond; X^ is NR'^ (wherein R"^ ha3 the some significance as defined above) [when 
with the proviso that when m is 0; n and p are 1 ; RMs carboxy; R' and R" together are a 
bond; R' is sec-butyl; and X' is cyclopropylene or ethylene, then R' is neither 

NHC (=0) -C (CH3) NH2 nor NHC (=0) -C (CH3) NHC (=0) O -C (€H,y (CM^ls- 

5. (Currently Amended) The cdibux^liL duid derivative or the 

p] I ^ 1 ■ n AUy M . ■■ pt.il ill . thereof method t o inhibit proteasome according to claim 
3, wherein R' is a hydrogen atom or NR* R^ (wUlli^ui cadi of R^ and R^ has the oamc 
significaiiLe as defined above) . 

6. (Currently Amended) The caibuA^lic acid dciiv alive or the 

^llji , ii . . i | i t.i1,li. v i l i ( hereof method t o inhibit proteasome according to claim 
5, wherein R' is NR*R' (wliu e iii each of R' ^-aadj^ ^ ha3 the aomc sigmficancc ao defined 
above) ; X' is cyclopropylene or alkylene; and X^ is NH. 
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7. (Currently Amended) The cdibuA^lic citiJ dcriv dlivc or the 

phamuLmtknll I j il i 1 1 . '* mPthoH to inhibit oroteasome according to claim 

4, wherein is mercapto, or substituted or unsubstituted alkylthio; R' is NR^R' (therein 
eadrofft'-aftd^l" has the aomc jignificancc ao defined above) ; and X' is cyclopropylene or 
alkylene. 

8. (Currently Amended) The cdibuA^lit aud duiv alive or the 
phdiiuacLUliLally acL Lpl ablt : . alt thereof method to inhibit proteasome according to claim 
4, wherein R^ and R" together are a bond. 

9. (Currently Amended) The cdibu\ylie add duivalivc or tlic 
pliainiaLculieally detLplabk oall thereof method to inhibit proteasome according to claim 
8, wherein m is 0; n and p are 1 ; R' is NR^ R^ (wIiu l ui c adi of R^ -af^^4.a^^hew 
sigiiificauoc a. defined abo^^^); R^ is COR'^^ (wherein R'^^ is alkylamino, aralkyloxy or 
aralkylamino); R' is alkyl; X' is cyclopropylene, alkylene, or substituted or unsubstituted 
phenylene; and X^ is NH. 

10. (Currently Amended) A process for producing Qic eaiboA^lic acid 

Jui . all : V r . . . ^ i.. ■ l. . im 1 ^ com pound represented by the formula (I) or a 

pharmaceiiticallv acc pptahle salt thereof 
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wherein 

m and n independently represent a n integer of 0 to 10; 
p represents 0 or 1 : 

R' represents a hydrogen atom, substituted or un suhstituted alkvl. 
substituted or nnsuhstituted alicyclic alkvl substituted or unsubstituted aral kyl, substituted 
or unsuhstituted arvl or NR'R' (wherein represents a hydrogen atom, substituted or 
unsubstituted alkvl. or substituted or unsuhstituted aralkyl. and R' repres ents a hydrogen 
atom, substituted or unsubstituted alkyl. substituted or unsubstituted aralkyi, CW'R ^ 
(wherein R' represents a hydrogen atom, s ubstituted or unsubstituted alkyi, substituted or 
unsuhstituted alkvlamino. substituted or un substituted alkoxy. substituted or unsubstituted 
aryl. a substituted or unsubstituted heteroc y clic group, substituted or unsuhstituted aralkyl. 
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substituted or unsubstituted aralkvlamino. or substituted or un substituted aralkyloxy, and 



rwherein represents a hydrogen atom, substitute d or unsubstituted alkvl. or substituted 
or unsubstituted aralkyl: R'° represents a hydrogen atom, substi tuted or unsubstituted alkyU 
substituted or unsubstituted aralkyl. CW'R"^ Twherein R"" and haye the same m eanings 
as R^ and W- resoectivelyV substituted or unsubstituted aiky lsulfonyl. substituted or 
unsubstituted arylsulfonyl. or PW^R'^ (wherein R'^'s independently represent substituted 
or unsubstituted alkvl. or substituted or unsubstituted arvl: and has the same meaning as 
W'^: or R^ and R'° together represent the formula: 



(wherein Y' represents substituted or unsubstituted al k vlene or substituted or unsubstituted 
arylene^: and R" represents a hydrogen atom, subs tituted or unsubstituted alkyl, or 
substituted or unsubstituted aralkylM ; 

R^ represents a hydrogen atom. COR" ( wherein R'^ represents 
hydroxy, substituted or unsubstituted alkoxv. substitu ted or unsubstituted alkenyloxy. 



W' represents an oxygen atom or a sulfur atom! or the formula: 
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.,.h.titnted or uns nh.titnted aralkvlovy <^i.h.tituted or nnsuhstituted alicyclic alkylalkoxy, 
.nh^titiited or unsi.h.tit„ted arovlalko vy or NR'^R'^ (wherHn R'^ represents a hydrogen 
^tnm f^uhstituted or un.iihstitutc d nikvl. or substituted or unsubstituted aryl; and R '^ 
rp pre^ents substituted or nnsubstitn tpd alkvl. substituted or nnsnhstituted aralkyi, 
..,h.titiited or un^nh.titi.ted alkox y n^rhonvlalkvl. amino, substituted or unsubstituted 
.1 WLmino, or sub -^titi.ted or nnsubstiti.t.d .rvlnmino: or R and R together with the 
p,H pr,entN forrr « 'substituted or i.n.uhstituted heterocyolic group)) or CH.OR^' {wherein 
R^^ represents a l^vHropen atom, substituted or unsubstituted alkyi, substituted or 
nnsnhstituted aralWl .nbstitnted or nn.nhstitnted alkanovl substituted or unsubstituted 
nrovl. or SiR' ^ (wherein R'^'s in de pendently rep resent substituted or unsubstituted alkyl, 
.„i...;.„t.H nnsnhstituted arvl)| nr R ' p,nd R^ together represent the formula: 



or 

O 




(R^) 



(wherein represents substituted or u nsubstituted alkylene); 

y' represents a bond, substitute d or unsubstituted alkylene, 
.nhstituted or uns ui^^titnted .licvclic a lkvlene substitu ted or unsubstituted alkenylene, or 

substituted or unsubstituted arvlene: and 

X2 is NR'^ (wherein R" represents a hydrogen atom, substituted or 

unsubstituted alkvl. or subs tituted or unsubstituted aralkyl); 
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represents a hydrogen atom, substituted or unsubstituted alkvK 
substituted or unsubstituted alkenvl. or substituted or unsubstituted aralkvl chaiactcrizcd in 
that comprising the steps of: 

reacting a carboxylic acid represented by the formula (II): 



HO2C 



\ 



(11) 



O 



(wherein has the aanic significance aa defined above) io reacted with an amine 
represented by the formula (III): 





X^' \ / "NH 
n ml (III) 

,17 



(wh e i e iii each uf ni, u, p, R ^T^^^-aftd ^ has the oomc aignificancc aa defined above) . 



11. (Currently Amended) The Ldib u xylie acid process according to 
claim 10 , wherein is substituted or unsubstituted alkyl, substituted or unsubstituted 
alkenyl, or substituted or unsubstituted aralkyl, or a salt thereof. 

12. (Currently Amended) The process amine according to claim 10, 
wherein m is 0; n and p are 1 ; R' is NR^R'' (wliueiu each of R* * and has the game 
significance as d e fin e d above) ; R^ is COR'^ (wlieiein R" ^ haa the oomc gignifieonee ao 
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defined above) or CHjOR^"* (wheicin has the some significance as defined above) , or 
and R^ together are the formula; 

O 




(wh e rein has the same significance as defined above) ; and vis cyclopropylene, or a 
salt thereof. 

13. (Currently Amended) The amine or th e salt thereof process 
according to claim 12, wherein R' is amino and R*^ is a hydrogen atom. 

14. (Currently Amended) The amine or the salt thereof process 
according to claim 13, wherein R^ is carboxy. 

Claims 15-22 (Cancelled). 

23. (Currently Amended) A The method to inhibit proteasome 
comprising a proc e ss in which an effective amount of the caiboxylic acid derivative or the 
pharmac e utically acceptable salt th ere of according to any one of claims 3 to 9 is 
administered to a mammal including 1 to 9, wherein said compound is administered to a 
human. 
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24. (Currently Amended) A The method of inhibiting proteasome 
acceding to claim 23. which is for treatment or prevention of a tumor comprising a step o f 
administering an effective amount of the cai ' boxviic acid derivativ e or the p harmac c uticaliv 
acc e ptabl e salt the r eof according to any one of claims 3 to 9 is administ e r e d to a mammal 
including human . 
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